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NDA 21-292
Information to the Sponsor: No
Sponsor: Genpharm Inc., Ontario, Canada
US agent: King and Spalding, Washington DC
Manufacturer -
DRUG: ——
Generic name: levothyroxine sodium (T4)
Chemical name: S-2-Amino-3[4+(4-hydroxy-3,5-diiodophenoxy)-3,5-
diiodophenyl]propionic acid sodium salt
CAS number: 25416-65-3

55-03-8 anhydrous
Molecular Formula/Molecular Weight: C|5H,oI4NNaO4 X HZO 799 g/mol
Structure:

Relevant NDAs: NDA 21- 116 NDA — NDA21-137,NDA' — NDA21-210
NDA 21-292, 21-301

. Drug Class: synthet1c thyroid hormone

. Indication: Replécement or supplemental therapy for hypothyrbidism except for transient

hypothyroidism during the recovery phase of subacute thyroiditis. A pituitary TSH
suppressant in the treatment or prevention of euthyroid goiters, including thyroid nodules,
subacute/chronic lymphocytic thyroiditis, multinodular goiter, ————————————

_surgery and radioactive iodine therapy in the management of thyrotropin-dependent well

differentiated —— — thyroid.
Clinical Formulation: 25, 50, 75, 88, 100, 112, 137, 150, 175, 200, 300 pg tablet

Excipients: lactose monohydrate ° — tablet weight), corn starch ==, gelatin
~——_croscarmellose sodium ~— ), magnesium stearate



Route of Administration: oral

Previous Clinical Experience: Extensive with many currently approved products see

Related NDAs.

Introduction and Drug History: Levothyroxine has been marketed extensively for many

years in both a tablet and injectable form. The indication is for replacement of thyroid:

_ hormone in hypothyroidism. Under a Federal Register notice of August 14, 1997
(volume 62, Number 157) current products will be branded mislabeled as of August 2001

* in the absence of approved NDA and removed from ke market. The prior lack of
stability and batch to batch variability in these products as a class was the impetus for this
legislation.

Studies Reviewed within this Submission: “preclinical data was not submitted

OVERALL SUMMARY AND EVALUATION: Levothyroxine has been marketed
extensively for many years. The indication for replacement of reduced naturally
occumming thyroid hormone indicates little safety concern. Potential problems may arise
from inappropriate dosing. Prior experience suggests that proper monitoring can
minimize the associated safety risk.

Safety Evaluation: There are no preclinical safety issues with this product prowded
proper replacement dosing is performed with adequate momtormg and appropriate
product stability 1s demonstmted

Conclusions: Pharmacology recommends approval.

COMMUNICATIONS REVIEW:
Labeling Review: The draft labeling is adequate as proposed for the pharmacology
sectlons

RECOMMENDATIONS: none
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No comments to the sponsor, draft label is adequate for P/T
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